liver, with the exception of factor VIII which is produced by endothelium. In the presence of severe liver disease there is a failure to synthesise the clotting factors, leading to progressive failure of coagulation, with low concentrations of all the clotting factors except factor VIII. These findings were present in our patients and suggest that defective hepatic synthesis, due to the liver failure of tyrosinaemia, contributed largely to the clotting defect.
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Reptilase clots fibrinogen by splitting off fibrinopeptide A, in contrast to thrombin which splits off fibrinopeptides A and B. With normal plasma, the thrombin and Reptilase times are similar. Heparin prolongs the thrombin time but leaves the Reptilase time only slightly affected. When the fibrinogen molecule is abnormal, however, that is in dysfibrinogenaemia, the clotting time with Reptilase is proportionately far longer than the clotting time with thrombin.6 The Reptilase time has been used as a screening test for abnormal fibrinogen in liver disease.7 8 All three babies showed a Reptilase time much longer than the thrombin time, and on this evidence had dysfibrinogenaemia. They also had anaemia, thrombocytopenia, and hypofibrinogenaemia. Blood films showed red cell fragmentation and in case 1 there was an increase of fibrinogen degradation products. These findings are evidence that a consumption coagulopathy was also contributing to coagulation failure.
Case 3 developed septicaemia which is a recognised cause of disseminated intravascular coagulation and defibrination in babies4 but we did not observe septicaemia in cases 1 and 2. These findings cannot, therefore, all be attributed to infection. It seems reasonable to conclude that the haemorrhagic defect in the acute form of hereditary tyrosinaemia is the result of hepatic disease. The indicated treatment would seem to be replacement with fresh plasma, blood, platelets, and fibrinogen. In case 3, however, this treatment failed to reverse the defect, probably because of persisting defibrination to which the septicaemia may have contributed. It seems unlikely that the coagulation defect will be treatable without curing the primary hepatic defect. SUMMARY Development of breast nodules after birth was examined in 17 preterm infants; nochdles developed regularly in girls but not boys. It is concluded that the pituitary-gonadal axis of preterm infants is active in the months after birth and that in preterm infants there is a definite phase of breast growth in early postnatal life.
In recent years there has been much interest in the development of gonadal function in early life. In boys there is evidence for a surge of testicular androgen secretion after birth, with a peak at about 8 weeks of age.1 In those born preterm this postnatal testosterone secretion may be even greater. Definite nodules of breast tissue developed in 10 of the 11 girls during the first months of life and persisted for varying periods (Figure) . Breast development did not occur in one girl, and here the duration of follow up to date may have been too short. Only two of the boys developed breast nodules and in four no breast development was seen over the first 5 to 10 months of life. Postnatal breast growth in the infants studied did not seem to be 3-Increased concentrations of 11-deoxycorticosterone are believed to be responsible for sodium retention in these aldosterone deficient patients. We have previously shown that 11-deoxycorticosterone suppression by glucocorticoid treatment results in balanced salt loss.6 The present study documents frequent episodes of salt loss in these patients during diarrhoeal disease.
Patients and methods
Data were collected retrospectively from the hospital records of 14 patients with 11 3-hydroxylase deficiency. Thirteen episodes of acute gastroenteritis were found in the records of nine patients. In all 13 episodes, gastroenteritis was severe enough to require hospital admission and intravenous or intragastric administration of fluid. This was given in all 
